
septsmberl3, 1946. 

Dear Dr. Edwards: 

First let ma thank you for a very constructive reply to what wm per- 

bps a prejudM.ally one-sided prcxsentation of ths 0868 that 1 had sent In 

my last letter. I do, however, diwee with your cmcluding pax~~gra&, that 

we are talking at cross-purposes and do not understand each other. B&cteria 

are only since vex-y recently under genetic study, and it is not at ail unlAke3.y 

that new cancel&s of inheritanoe till have to be ereatsd. '8s must, however, 

start on the basis of what is already know@, and interpret new fkx%gs in 

the light of thie when they appear, rather tlxn abandon exWAng conoepts 

in favor of a vague formulation of tb ca+city of b~ter3a to be coaxed. 

Spiegelman (at 4nshinton university) is doing a olassical piece of research 

on adaptive enqmea, prlm~9l.y in yeasts, which is ta together the older 

genetic ideas with these most interesting phenomena. 

I am particularly interested in your observcltion that Induced variation 

by a serum may not nmmmarily be exaatly associated with its agglutinin 

content. It would be of the very greatest importarme to elucidate the rsckar&~~ 

of this process, both from an Aeadez5.u genetical, and a practical point of 

view. 

phage adaptations have, I think, been shonn fUrly clearly to be instAnces 

of random variation (Luria, Genetica, 1945.) 

Please do not get the impression that I have B cause that I am tryi,nR 

to impress on you, sir, I# %th your cordial oooperation (as so far evidenced) 

I am trying to apply certain processes and principles that were developed 

with nutritionalxnu&mts in E. coli, to the inheritance of ant1~;enl.c characters 

in SWnella. To tht part of it, It doubt that a priori argummt lu any 



longerfruitful. 

So far, I hare h&the o;>portunityto rtudy about, l2Oetrains fromtb 

Hartford J.aboratoriee for tbir nutritional-reqtimwts. I.ioat Salmcxwlla 

8tmins are apparently pzvtotrophic, i.e. have very sin&3 requirer;amt'8,gMwing 

melloaabas~llsgnt~tic~dium.Snlmmella pullorumstmins evidently require 

leucine and cystine fairly consistently, with SOWB variations, and some other 

SaLnonellas seem to require only a source of reduced suMur. There may,however, 

be a few naturally occurring strains vdth well marked requimmts t&at can be 

used as discussed previously. One of them is a palcatyphi etmina which reqtires 

tryptophsne qnd methionim. Attempts to @ t prototrophs by aroasaing this with . 

pullorum have not, however, been auccesefkl. 

I am enclosing a reprint of some of our Yeurapora wmk which may be of 

interest ae the basis of som the &de&s which I expreesed about 'induced mriation.' 

It would be very desirable to visit you at k21ngton, and 1 shall if that seem 

possible. 

Very sincerely youro, 

Joshua Lederberg. 


